C3-ketone, ABT-773 has a quinolylallyl at the C6-O position and a cyclic carbamate group at C11,12 inserted in the 14-membered lactone ring (Figure 1 ). The cladinose sugar was originally believed to be important for the binding of the macrolides, but our previous studies of macrolide-ribosome interactions indicated the comparatively low contribution of the cladinose moiety to the binding of the macrolides on the 50S subunit [2] .
The quinolylallyl group is tethered to the macrolide skeleton through a rather flexible linker, which allows the moiety to occupy different spatial positions. The inherent flexibility is reflected by the electron density of the quinolylallyl group, which appears to be less well resolved (Figure 2A ). The position of the quinolylallyl best fitting the electron density allows N3 of the quinoly- compared with other 14-membered macrolides, renderradiodurans, as explained below.
ing the cladinose sugar dispensable. This is in accord The results for both azithromycin and ABT-773 are with the observation that U → C2609EC mutations, consistent with the majority of mutational and footwhich yield ABT-773-and telithromycin-resistant pheprinting data [5, 18] (Figures 2-4) , thus explaining the notypes, slightly increased the sensitivity to macrolides different modes of interactions and differences in activlike erythromycin and azithromycin, which both lack the ity against certain MLS B -resistant phenotypes.
carbamate group [18] . As proposed [18] , the enhanced potency of ABT-773 correlates with stronger interac-ABT-773 tions of the drug, with domain II of 23S rRNA through Ketolides derive their name from the insertion of a kethe quinolylallyl group and with domain V through the tone bond in the C3 position and the removal of the carbamate group. cladinose sugar (Figure 1) , which lead to a broader specAlthough the position of ABT-773 appears shifted trum of activity against a number of erythromycin-or compared with roxithromycin or erythromycin, it shares most of the contacts observed for these macrolides, penicillin-resistant pathogens [19] [20] [21] . In addition to the (1-10 mM) were the macrolides is formed by nucleotides from different regions of 23S rRNA, it appears unlikely that this binding used in the case of H. marismortui [3] . These high concentrations seem to reflect the low susceptibility of pocket will be available prior to assembly of the 50S subunit. However, the ability of antibiotics to interact these archea to macrolides, which might be a consequence of either the extremely high salt concentrations with ribosomal proteins, which has been observed for macrolides, tetracycline, and evernimicin, might play an and/or the different rRNA fold in the vicinity of the binding site. Particularly, the conformations of C2644HM important role in the hindrance of ribosome assembly. The crystallographic studies presented here confirm (U2588DR) and U2621HM ( 
